PATENT SPEOMCATSON 878,167 

NO DRAWINGS. 




Date of Application andfiUng Complete Specification : 
Nov, 17, 1959. No, 39021 159, 

AppUcaiion imde in United States of America on Nov. 17, 1958. 

Complete Specification PiMished : Sept. 27, 1961. 



Index at Acceptance :— CSasses 2(S), C2B43(A4 : Gl), C3A10A(4G : 5C : 5F), C3A10E3D1, 
C3A10E5(A : B : FIA : F2A : E2D : F3A : FSB : F30 : F3D) ; and 81(1), B(2S : 3 : 6) . 
IntonaiiGaal COasaiSiGatioii C07d. A61k. 



COMPLETE SPECIFICATION. 
ITew Acetic Add Estesis. 



We» QBA LitoTED, a body corporate 
organised according to the layers of Switzer- 
land, of Basle, Switzerland, do hereby declare 
Uie invention, for y/bioh we pray that a 
6 patent may be granted to us, and the method 
by M^hich it is to be performed, to be par- 
ticularly descnbed in and by the following 
statement: — 

The present invention provides esters of 

10 the 6-raoemate especially the Z^j-antipodes, 
or the antipodes, of <x-phenyl-a-piperidyH2)- 
• acetic add with an alkanol having 3 or 4 
carbon atoms and which is brandied at the 
carbinol carbon atom, and acid addition 

16 salts of these compounds. Such alcohols 
are, for example, isopropanol, secondary 
butanol and tertiary butanol. 

Salts of the new esters are more especi- 
ally those with adds, such as inorganic 

20 acids, for example hydrohalic acids, such as 
hydrochloric add, hydrobromic add, sul- 
phuric add or phosphoric acids, or organic 
adds, such as formic add, acetic acid, pro* 
picnic acid, gJycoUic add. lactic add, pyru- 

25 vie acid, oxaEc add, malonic add, succinic 
add, maleic add, hydroxymaleic acid, di- 
hydroxymaleic acid, fumaric acid, tartaric 
add, dtric acid, benzoic add, cinnamic add, 
mandelic add, salicylic add, 4-amino-sali- 

30 cylic add. 2-phenoxybenzoic add or 2-acet- 
oxybenzoic add. methanesulfonic add or 
ethanesulfonic acid or hydroxyethanesul- 
fonic add. 

It is known that the Z^-racemate of a- 
35 phenyl-a-piperidyl-(2)-acetic add methyl ester 
and its salts have a stimulating effect. This 
ester, however, decomposes rapidly in 
aqueous and espedally in an alkaline 
medium, so that it can only be used in cer- 
40 tain cases for the preparation of composi- 
tions whidbt release the active substance 



slowly, or which are in the form of an 
aqueous solution. 

It has been found that the new esters 
have also a good stimulating effect and that 45 
they are considerably more stable towards 
aqueous, hydrolysing agents than the ester 
mentioned above. They can be used more 
particularly in the form of medicaments 
which release the active substance only 60 
slowly in the intestinal tract, and also in 
aqueous solutions. 

The new compounds and their add addi- 
tion salts can be used as medicaments in the 
form of pharmaceutical preparations which 56 
contain them in admixture or conjunction 
with a pharmaceutical organic or inorganic^ 
solid or liquid excipient suitable for enteral 
or parenteral administration. As such sub- 
stances those are used which do not react 60 
with the new compounds, such as water, 
gelatine, lactose, starches, stearic add, mag- 
nesium stearate, stearyl alcohol, talc, vege- 
table oils, benzyl alcohols, gums, waxes, 
polyalkylene glycols, cholesterol or other 65 
Icnown exdpients, or auxiliary substances. 
The preparations may be in the form of 
tablets or dragees or in liquid form as solu- 
tions. If desired, they may also contain 
other auxiliary substances, such as preserv* 70 
ing agents and stabilizing agents, salts for 
varying the osmotic pressure or buffers. 

The new esters and their add addition 
salts are obtained by a method known per se. 
The isopropyl and secondary butyl ester is 75 
obtained, if the Z)-racemate or a 6-antipode 
of a-phenyl-a-piperidyl-(2)-acetic acid is re- 
acted with the alcohol in the presence of a 
Lewis add, for example a hydrohalic add. 
sulfuric add, an arylsulfonic add, of an add 80 
halide, such as thionyl chloride, acetyl 
chloride, or borontrifluoride or a similar 
Lewis add. The reaction is advantageously 
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carried out at a raised temperature, if desired 
in the presence of a a diluent Any water 
formed during the ruction can be distilled 
off azeotropically. 

5 The startiDg material can be obtained 
by hydiogenating a-phenyl-a-pyridyl-(2>acet- 
amide in glacial acetic acid and in the 
presence of platinum oxide and treating the 
resulting racemate mixture with a concen- 

10 trated aqueous solution of an alkali metaJ 
hydroxide, such as sodium hydroxide or 
potassium hydroxide, the a-racemat'e being 
transformed into the Z^-racemate. The 
racemate .of the acid can be obtained by 

15 hydrolysing the amide \yith sulfuric acid. 
The Z)-antipodes can be obtained by a 
method known per se, for example by pre- 
paring the salt with an optically active form 
of tartaric acid and isolating the salte of the 

20 Z>-antipodes. 

For the preparation of the tertiary-butyl 
es ter, th e fr-racemate or a d-antipode of the 

a(Sa~'SrTBacted-4rath^isolMit^^ It is of 

advantage to work under anhydrous condi- 

25 tilons and in the presence of a catalyst, par- 
ticularly a Lewis add, such as sulfuric acid 
or borontrifiuoride. 

Depending on the reaction conditions the 
new: compounds are obtained in the form of 

30 the free bases or as the salts thereof. A salt 
may be converted into the free base, for ex- 
ample, by treatment with an aqueous alka- 
line agent, such as an alkali metal hydroxide, 
for example lithium, sodium or potassium 

35 hydroxide an alkali metal carbonate, for ex- 
ample sodium carbonate or potassium bi- 
carbonate or potassium bicarbonate or 
ammonia. The base may be converted into 
its salts by reaction vnih an acid, for ex- 

40 ample those nxentioned above^ preferably 
in the presence of an alkanol, such as meth- 
anol, ethanol, propanol or isopropanol, of 
an ether, such as diethyl eth^, or of an 
alkane-caxboxylic add alkyl ester, sudi as 

45 methyl or ethyl acetate or nnxtures of sudi 
solvents. 

If desired, the t-iacemate of the new 
compotmds may be resolved in a manner 
known per se into the Z>i-antipode and bz- 

50 antipode. Thus, for example, the free base 
of the Z)-racemate may be dissolved in an 
alcohol, such as methanol or ethanol, and 
converted into the optically active salt .with 
an optically active form of an add with an 

•55 asymmetrical c3Lfbon atom. Preferably 
there is used d- and /-tartaric acid. The 
optically active forms of malic acid, man- 
delic acid or camphor sulfonic add may also 
be used. The resolution can also be carried 

60 out by biochemical methods. 

The following examples illustrate the 
invention:— 

Example 1. 
Dry hydrogen chloride gas is passed 



through a solution of the i>-racemate of 65 
a-phenyl-a-(2-piperidyl)-acetic add in a four- 
fold molar excess of isopropanoL The re- 
sulting clear solution is heated on a water 
bath for two or three hours and then evapor- 
ated to dryness. The crude isopropyl a- 70 
phenyl-a-(2-piperidyl>aceme hydrodiloride 
is triturated with ether, water is added and 
the solution is basified with aqueous sodium 
hydroxide. The organic material is ex- 
tracted with ether, the ether solution dried 75 
over anhydrous calcium sulfate and hydro- 
gen chloride gas is passed through the solu- 
tion. The ^>-racemate of isopropyl a-phenyl-a- 
(2-piperidyr/-ace"ate hydrochloride is filtered 
off, wasted with ether and recrystallized 80 
•feom etiianol, m.p. 227—228", 

The starting material used in the above 
reaction may bp prepared as follows: — ^A 
solution of 75 g. of <i-phenyl-a-(2-pyridyl> 
acetamide in glacial acetic acid is hydrogen- 85 
ated in the presence of 1 g. of platinum 
oxide at 40° C The acetic acid is evapor- 
ated, water is added and the basic material is 
orecipitated with aqueous sodium hydroxide, 
xne mixture of the b- and the a-racematt. 90 
of a-phenyl-a-(2-piperidyl)-acetamide is^ re- 
crystallized from ethyl acetate, m.p. 173° C. 

25 g. of the crude a-phenyl-a.(2-piperidvl)- 
acetamide, with a content of about 30 per 
cent of the Z)-racemate. is refluxed for ten 95 
hours with 25 g. of potassium hydroxide dis- 
solved in 50 ml of water. After cooling, 
a mixture of the two racemates of a-phenyi- 
a-(2-piperidyl)-acetamide with an increased 
content of the 6-racemate precipitates, which 100 
mixture is fitered off (23.5 g.), washed with 
a littie cold water and hydrolyzed to 
phenyl-a-Ci-piperidyl>acetic acid by boiling 
.with 47 ml. of a 40 per cent aqueous solu- 
tion of sulfuric add. The hydrolysis solu- 105 
tion is brought to pH 6.0 with aqueous potas- 
slum hydroxide and upon dilution with 
water to a total of 400 mL, 19 g. of the b- 
kcemate of <x-phenyl-a-(2-piperidyl)-acetic 
add precipitates. HO 

Example 2. 
By substituting secondary butanol for the 
isopropanol used in Example 1 the i)-race- 
mate of secondary butyl a-phenyl-a-(2-piperi- 
dyl)-acetate hydrochloride can be obtained, 115 
which, after reciystallization from isopro- 
panol. melts at 208—209" C 

Example 3. 
By refluxing the Z)j-antipode of a-phenyl- 
a-(2-piperidyl)-acetic add hydrochloride with 120 
isopropanol in the presence of hydrogen 
chloride according to the procedure des- 
cribed in Example 1 the £»i-antipode of iso- 
propyl a-phenyl-a-(2-piperidyl>acetate hydro- 
ehloride can be obtained. 125 
. The starting material may be prepared 
as follows:— 500 g. of crude a-phenyl-a(2- 
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piperidyl)-ac5tamide with a 68 per cent con- 
tent of the ^2-racemate is dissolved in 2000 
ml of absolute ethanol; the solution is 
treated with dry hydrogen chloride gas and 
0 allowed to stand for two hours at 5— 
425 g. of nearly pure a-racemate of a-phenyl- 
a.(2-piperidyl)-acetamide hydrochloride crys- 
tallized. It can be convened to the free 
a-racemate of a.phenyl-tt-(2-piperidyl)-acet. 
10 amide by treatment with aqueous ammonia, 
and the free base is used without further 
purification. 

To a boiling solution of 109 g. of the 
ci-racemate of a-phenyl-<x-(2-piperidyl"acet- 
15 amide in 2500 ml. of ethanol is added a hot 
solution of 75 g. of /-mrtaric acid in 2500 ml. 
ethanol. The mixture is allowed to stand 
at 20' for 15 hours during which 112 g. of 
the ^-phenyl-a-(2-piperidyl)-acetamide tar- 
20 trate crystallizes; this salt contains a large 
amount of the fli-antipode. The separated 
salt is dissolved in 500 ml. of water and the 
amide is precipitated with 1.1 equivalent of 
ION aqueous sodium hydroxide. The pre- 
25 paration and crystallization of the salt by 
the same procedure is repeated twice by 
using correspondingly smaller amounts of 
/-tartaric acid and solvent. The crude ma- 
terial is recrystallized from ethyl acetate to 
30 yield 35 g. of the pure ^ij-antipode of a- 
phenyl-a-(2-piperidyl)-acetamide, m.p. 162 — 

163^ specific rotation : [a] ^ -68** (as a 1 

per cent solution in 60 per cent ethanol); 
solubility: 20.5 g./lOOO mL ethyl acetate 
35 (25^). 

11 g. of the a?i-antipode of a-phenyl-a-(2- 
piperidyl>acetamide is refiuxed for six hours 
with a solution of 12 g. potassium hydroxide 
in 12 ml. ot water. After cooling, 10.5 g. of 

40 a mixture of Ci-antipode and antipode of 
the a-phenyl-a-(2-piperidyl)-acetamide pre- 
cipitates. Tlie precipitate is filtered ofi, 
washed with a small amount of cold water, 
and dried for half an hour at 70*' under re- 

46 duced pressure. The matmal then has a 
22 

specific rotation [a] jj +41* (as a 1 per cent 

solution in 60 per cent ethanol). By re- 
crystallization from 350 mL of ethyl acetate 
there is obtained as a first CTop 4.9 of the 

50 6i-antipode, spedfic rotation : M p + 65"* (as 

a 1 per cent solution in €0 per cent ethanol); 
solubility: 8.7 grams per liter/ 1000 ml. of 
ethyl acetate (25°). By systematic frac- 
tional crystallization it is possible to regener- 

55 ate from the mother liquors further quanti- 
ties of the Z>i-antipode, in addition to 2.5 g, 
of recovered starting material Yet it is 
preferable to subject the combined motho* 
liquor products of the first ftj-antipode ays- 

<30 tallization to a further alkaline treatment, 
whereupon an additional crop of pure i>i- 
antipode can be separated again by a single 



crystallization operation from ethyl acetate. 
This procedure is repeated until practically 
the entire quantity of the -antipode is con- 65 
verted into the !)i-antipode of the a-phenyl- 
a-(2-piperidyl)-acetamide, m.p. 170—171°. 

From 4.5 g. of the 6i-antipode of a-phenyl- 
a-(2-piperidyl)-acetamide there are obtained 
by refluxing for six hours with 14.5 g. of 70 
6N hydrochloric acid and subsequent 
crystallization 5.0 g. of the i?i-antipode of 
a-phenyl-a-(2-piperidyl)-acetic add hydro- 
chloride, m.p. 207—208^; specific rotation: 

[a]^ +63' (as a 1 per cent solution in 76 

water). 

Example 4. 
A solution of the ^Jo-antipode of a-phenyl- 
a-(2-piperidyl)-acetic acid in isopropanoL 
when treated with hydrogen chloride gas 80 
according to the procedure of Example 1, 
yields the desired i?2-antipode of isopropyl 
o-phenyl-a.(2-piperidyl>acetate hydrochlor- 
ide. 

The starting material may be prepared 85 
according to the procedure given in Example 
3 by using <f-tartaric acid for the resolution 
of the a-racemate of ti-phenyl-a-(2-piperidyl)- 
acetamide. 

Example 5. 90 
Parenteral solutions, elixirs or tablets of 
the compounds of this invention may be 
prepared according to standard procedures. 
For example, aqueous solutions for paren- . 
teral use, containing from 0.1 to 10 per cent 95 
of the active material may be illustrated by 
a parenteral solution containing 3 per cent 
of the £?-racemate of isopropyl a-phenyl-a- 
(2-piperidyl>acetate hydrochloride ffihich is 
prepared as follo.ws: — 100 

Ingredients: — 

Z)-racemate of isopropyl a-phenyl- 
a-(2-piperidyl>acetate hydro- 
chloride 30.00 g. 

Potassium add phthalate ... 7.67 g. 105 

Hydrochloric add (37 pa cent) 1.43 ml. 

Benzoyl alcohol 10.00 mL 

Water for mjection q.s 1000.00 mL 

The potassium add phthalate is dissolved 
in 800 mL of jyater for injection, the hydro- 110 
chloric add is added to the solution, whidi 
is then mixed with the ^-racemate of iso- 
propyl a-phenyl-a-(2-piperidyl)-acetate hydro- 
chloride. The benzyl alcohol is added and 
the volume is brought to 1000 mL with water 116 
for injection. The solution is filtered 
through a medium porosity filter and a pre- 
determined amount of filtrate is filled into 
vials or ampules, which are subsequently 
sterilized in an autodave at US'* for 30 120 
minutes. 

An elixir for oral administration, contain- 
ing 0.5 per cent of the fr-racemate of iso- 
propyl a.phenyl-a-{2-piperidyl)-acetate hydro- 
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chloride may be prepared as follows (for 
1000 mL):— 

Ingredients: — 

6-raceiiiate of isopropyl a-phenyl- 
6 a-(2-piperidyl)-acetate hydro- 

chloride 5.000 g. 

Ethanol 150.000 ml. 

Sorbitol (70 per cent solution) ...500.000 mL 

Glycerin 50.000 ml. 

10 Benzoic acid 1.500 g. 

• • Qtric acid 0.100 g. 

' FD&CRedNo. 2 ... ... 0.095 g. 

FD & C Violet No. 1 0.005 g. 

Imitation Raspberry Flavor ... 0. 100 ml. 
15 Distilled water q.s. ... lOOO.OOOmL 

The Z>-mcemate of isopropyl a-phenyl-a- 
(2-piperidyl)-acetate hydrochloride is dis- 
solved in distilled skater and the citric add, 
the sorbitol and the glycerin are added in 

20 succession and mixed welL Hie benzoic 
add is dissolved in ethanol and then given 
to the parent solution shile stirring con- 
stantiy. The color solution and the flavor 
are added to the solution and the volume is 

25 brought to 1000 mL mih .water. The 
finished elixir is filtered and bottied. 

. Tablets, .which contain from about 0.015 
g. to about 0.150 g. of the active ingredient 
may be prepared according to standard pro- 
30 cedures. For example, tablets (of 0.150 g. 
total .weight) containing 0,030 g. of the b- 
racemate of isopropyl a'-phenyl-a-(2-pipra- 
dyl)-acetate may be prepared as follows (for 
1.000,000 tablets):— 

35 Ingredients I — 

6-racemate of isopropyl a-phenyl- 
a-(2-piperidyl)-acetate hydro- 
chloride 30.000 g. 

Lactose U.S.P 98,997 g. 

40 Tragacantii BC, U.SJP. 3.000 g. 

Talcum U.S.P 7,500 g. 

Magnesium Stearate 750 g. 

Sucrose ... 2,250 g. 

C^bowax6000 7,500 g. 

45 Purified Water UOOmL 

Alcohol 50% 9,000 mL 

FD.& C Blue No. 2 Sg. 

Hie tiagacanth BQ the lactose, tiie talcum, 
the magnesium stearate and the 6-rac^ate 

60 of isoprppyi a-phenyl-a-(2-piperidyl)-acetate 
- hydrochloride is placed in a mixer and mixed 
for thirty minutes at sIoh speed. The color 
is dissolved in 500 mL of yi^ter. the sucrose 
in 15 mL of water and the cari>owax 6000 

65. in 3500 ml. of :^ter, by applying heat if 
necessary. To the carbo.wax solution is 
added 4O0O ml. of alcohol and mixed welL 
The color, sucrose and carbojyax solution 
are blended and used to granulate the po.w- 

60 der mbc. Additional quantities of 500 ml. 



of alcohol and 200 mL of .water are used to 
rinse the container that held the granulating, 
solution and the rinsings are added to the 
mixer. The granulation is allo.wed to mix 
for twenty minutes and is then passed 65 
through a No. 10 screen. After drying to a 
moisture content of about 1 to 2 per cent., 
the dried granulation is rescreened throu^ 
a No. 16 screen and compressed into tablets 
by using Vsa'' of punches and dies. 70 

Example 6. 
In view of the enhanced stability towards 
alkaline reag^ts the compounds of this in- 
vention and the salts thereof are particularly 
suitable m certain tablet preparations which 75 
due to their slo.w disintegration in title lower 
gastro-intestinal tract provide for a pro- 
longed and sustained effect Such formula- 
tions contain from about 0.050 g. to about 
0.2 g. of the active compound. For ex- 80 
ample, the 6-racemate of isopropyl e-phenyl- 
a-(2-piperidyl)-acetate hydrochloride may be 
utilized in tablets which, due to their par- 
ticular composition and manufacture, pro- 
vide for an intermediate as well as a pro- 85 
longed and sustained stimulating effect. 
Such a tablet (total weight 0.480 g.), con- 
taining 0.09 g. of isopropyl a-phenyl-a-(2- 
pip^idyD-acetate hydrochloride in the core 
and 0.015 g. of the same active ingredient in 90 
the coating, may be prepared as follows (for 
20.000 tablets): 

Ingredients for corez — 

^-racemate of isopropyl ci-phenyl- 

a-(2-piperidyl)-acetate hydro- 95 

chloride 1800.00 g. 

Camauba wax 1050.00 g. 

Stearic acid 357.00 g. 

Steaiyl alcohol 357.00 g. 

Magnesium stearate 36.00 g. 100 

The camauba wax. the stearic acid and 
the stearyl alcohol are melted at 85°. The 
Z)-racemate of isopropyl a-phenyl-a-(2-piperi- 
dyl)-acetate hydrocMoride is added and the 
melt is poured onto an aluminum foil to 105 
harden. The solid mass is passed through 
a No. 16 screen, lubricated with magnesium 
stearate and compressed to a 0.18 g. core 
^th ^U^' punches and dies. 
The core may also have the following 110 



&-racemate of isopropyl a-phenyl- 
• a-(2-pipetidyl)-acetate hydro- 

chloride 1800.00 g. 

Castor swiax 1050.00.g. 115 

Stearic add ' 714.00g. 

Magnesium stearate 36.0Dg. 

and may be prepared according to the pre- 
viously-given procedure. 
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Ingredients for Coating:— 

6-racemate of isopropyl a-phenyl- 
<i-(2-piperidyl)-acetate hydro- 
chloride 300.00 g. 

6 Tragacanth BC 120.00 g. 

Acada 120.00 g. 

Carbo.w?ix 6000 150.00 g. 

Confectioners sugar 900.00 g. 

Lactose 4349.10 g. 

10 ED & C Blue No. 1 0.90 g. 

Magnesium Stearate 60.00 g. 

Alcohol 25% q.s. 

The Zr-racemate of isopropyl a-phenyl-a- 
(2-piperidyl> acetate hydrodiloride, the 

15 tragacanth^ the acacia» the confectioners 
sugar and the lactose are mixed in a mixer. 
The Carbos^ €000 and the FD & C Blue 
No. 1 are dissolved in 200 ml. of alcohol 
and given to the mix to granulate. The 

20 damp mass is passed through a No. 10 screen 
and then dried to a moisture content <^ 
about 1 to 2 per cent. The dried granula- 
tion is passed through a No. 16 screen and 
0.3 g. of this coating material is compressed 

25 around the previously-described core on a 
Manesly DryCota machine 50th "/aa" 
punches and dies. 

The i)-Tacemate of isopropyl a-phenyl-a- 
(2-piperidyl)-acetate hydrochloride in the 

80 coating may be replaced by anottier lo>ver 
alkyl a-phenyl-a-(2-piperidyl>acetate, wldch 
does not necessarily have to be resistant to- 
wards hydrolytic media* such as the lower 
gastro-intestinal fluid. For example, the b- 

36 racemate of methyl-a.phenyl-a-(2-piperidyl)- 
acetate hydrochloride may be used in the 
coating: — 

Ingredients for Coating: — 

6-racemate of isopropyl a-phenyl- 
40 a'<2-piperidyl>acetate hydro- 
chloride 100.00 g. 

Tragacanth BC 120.00 g. 

Acacia 120.00 g. 

Carbowax 6000 150.00 g. 

45 Confectioners sugar 900.00 g. 

Lactose 4549.10 g. 

FD&CBlueNo. 1 0.90g. 

Magnesium Steaiate 60.00 g. 

Alcohol 25% q.s. 

60 The coating may be prepared as previously 
shown and be compressed around one of the 
above-described cores. 

Instead of the 5-racemate of isopropyl 
a-phenyl-a-(2-piperidyl)-acetate the corre- 

55 spending [>i-antipode or fca-antipode or salts 
thereof or the 6-racemate, the 5i-antipode 
or the Z?s-antipode of secondary or tertiary 
butyl a-phenyl-a-(2-piperidyl)-acetate or the 
salts thereof may be formulated into the 

60 above pharmaceutical compositions. 

Example 7. 
To a suspension of 22* g. of the 6-racemate 



of a-phenyl-a-(2-piperidyl)-acetic add in 100 
ml of diethylene-glycol dimethylether is 
added 6.5 mL of concentrated sulfuric add. 66 
After cooling to - 12° jn a pressure vessel, 
112 g. of liquid isobu^j^lene is given to the 
mixture and the vessel is closed and shalcen 
for twdve hours at room temperature. 

The reaction mixture is cooled to - ID", 70 
the excess of isobutylene is aUoji^ed to 
evaporate and the lesidue is dissolved in ice 
:w:ater and iomiediately made basic The 
free base is extracted ^th ether, tiie ether 
solution is washed neutral siith Eater, dried 75 
over magnesium sulfate and evaporated. 
The resisting Z?-racemate of tertiary butyl 
a-phenyl-a-(2-piperidyl)-acetate is dissolved 
in acetone, an equivalent amount of hydro- 
gen chloride in ethyl acetate is added and 80 
the resulting hydrochloride of the Z>-race- 
mate of tertiary butyl a-phenyl-a-C2-piperi- 
dyl)-acetate is recrystallized from isopro- 
panol, m.p. 204— 205^ 

WHAT WE CLAIM IS:— 85 

1. Estwrs of the i?-racement or fc-anti- 
podes of a-phenyl-a-piperidyl-(2)-acetic acid 
3vith an alkanol having 3 or 4 carbon atoms 
and which is branched at the carbinal carbon 
atom, and physiologically tolerable add 90 
addition salts of these est^s. 

2. Esters of the Z>i-antipode of a-phenyl- 
a-piperidyl-(2)-acetic add with an alkanol 
having 3 or 4 carbon atoms and which is 
branched at the carbinol carbon atom, and 95 
physiologically tolerable add addition salts 

of these esters. 

3. The isopropyl ester of the i-raoemate 
of a-phenyl-a-piperidyK2)-acetic add. 

4. The isopropyl ester of the Z>i-antipode 100 
of <i-phenyl-a-piperidyH2)-acetic acid. 

5. The isopropyl ester of the Z)2-2tntipode 
of a-phenyl-a-piperidyl-(2)-acetic add, 

6. The secondary butyl ester of the b' 
racemate or a a ^-antipode of a-phenyl-a- 105 
piperidyl-(2)-acetic add. 

7. The tatiary butyl estac of the A-race- 
mate or of a !>-antipode of a-phenyl*a-piperi- 
dyl-(2>acetic add. 

8. A physiologically tolerable add addi- 110 
tion salt of the ester claimed in any one of 
Claims 3 to 7. 

9. The hydrochloride of the isopropyl 
ester of the 2^-racemate of a-phenyl-a-piperi- 
dyl-(2)-acetic add. 115 

10. The hydrochloride of the est^ 
claimed in any one of Claims 4 to 7. 

11. Pharmaceutical preparations which 
comprise an ester or salt clamed in Claim 1 

or 2 in admixture or conjunction Mfxth a 120 
pharmaceutical carrier suitable for entraal 
or parenteral administration. 

12. Pharmaceutical preparations >yhich 
comprise the ester or salt claimed in any one 

of Ckims 3 to 10 in admixture or conjunc- 125 
tion s^ith a pharmaceutical carrier suitable 
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fiar. enteral .or parenteral administration, substantially the -copiposition given m Ex-. 

- 13> Pbatmaeeutioal preparations in dos- ample 5, 6 or 7, 

age unit form which comprise 0.05 to 0-2 15. A prpeess for the man^acture of 

grams of the ^-racemate of a-phenyl-a-piperi- new esters $s dihned in Claim 1 conducted 

5 dyl-(2)-acetic acid isopropyl ester or a substantially as despribed hereinbefore. 15 

pbysiologisally tolerable acid addition salt . 

thereof per dosage nait in admixture or ^on- ^ . ABEL & MRAY, 

junction mtb a phsrmacBUtical carrier suit- Quality House, Quality Court, 

able for^t^ or parenteral administration. .Chancery Lane, London. W.C-2, ' 

10 - 14. A pharmaceutical preparation having Agents fox the Applicants. : 
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